Letters
Stavudine-induced pancreatitis followed by lopinavir-ritonavirinduced pancreatitis: Is co-trimoxazole the culprit?
Sir, I read with interest the adverse drug reaction report by Harugeri et al., regarding lopinavir-ritonavir-induced pancreatitis following stavudine-induced pancreatitis. [1] There are several inconsistencies in this report and certain information essential to prove their hypothesis is missing.
To begin with, the initial anti retroviral therapy should have been Zidovudine 300 mg twice daily, lamivudine 150 mg twice daily and nevirapine 200 mg once daily for two weeks followed by twice daily. This is essential as severe cutaneous and hepatic side-effects of nevirapine may be avoided by this lead in dose.
Secondly, the dose of lopinavir-ritonavir is 400/100 mg twice daily and not 200/50 mg twice daily as in this report. Hence this patient was under-dosed. Also the most plausible mechanism for pancreatitis developing after treatment with lopinavir-ritonavir is via hypertriglyceridemia. [2] This complication usually requires prolonged duration and is usually associated with other changes such as lipodystrophy and hence is unlikely in this patient who had received the protease inhibitors for only three weeks. [2] The absence of triglyceride values makes it extremely difficult to accept the relationship between the drug and the event of pancreatitis.
Thirdly, co-trimoxazole itself may lead to pancreatitis. The fact that the dose of this drug was hiked in the last admission for the treatment of pneumocystis pneumonia infection has been underplayed. It has been reported earlier that this drug may result in pancreatitis even after being used safely for several years. [3] Thus, the author's assumption of the link between lopinavirritonavir use and pancreatitis seems untenable. In fact cotrimoxazole may be a more likely culprit in this case.
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Correspondence: Correspondence: Pavan Bhargava, E-mail: pavan_bhargava@rediffmail.com Sir, We agree it is essential that nevirapine 200 mg be administered once daily for two weeks, then escalate the frequency to twice daily. [1] Lopinavir + ritonavir (200 mg+50 mg) was administered twice daily as two tablets that is 400 mg/100 mg (200 mg+50 mg X two tablets BD). We indicated the strength available and missed the dose. We regret this error.
Elevations in amylase and lipase levels were present and this was sufficient to say there was pancreatitis. Cases of pancreatitis have been reported in patients receiving lopinavir-ritonavir, including those who developed hypertriglyceridemia. Marked triglyceride elevation is a risk factor for development of pancreatitis with lopinavir-ritonavir. [2] Significant increase in triglyceride levels can occur within the first two months of initiating the lopinavir-ritonavir therapy. [3] As the triglyceride levels were not determined in this patient, we could not determine whether the pancreatitis was associated with elevated triglycerides or not, this is a limitation of our case.
Mechanisms underlying the development of pancreatitis associated with the use of co-trimoxazole are not well understood.
[4] The incidence of most adverse effects of co-trimoxazole in HIV-positive patients seems to be dose-dependent, and they are not true hypersensitivity reactions. Also as reported earlier, the association between Pancreatitis and co-trimoxazole is rare.
[5] Reported cases of pancreatitis to co-trimoxazole have occurred at a dose of 960 mg administered twice daily.
[6] Patient described in our case report was receiving lower prophylaxis dose of co-trimoxazole. [7] During the last admission, before the increase in the dose of co-trimoxazole itself, the patient's amylase and lipase levels had increased. Hence, we feel that the association of pancreatitis with co-trimoxazole is unlikely. [1] Our purpose of publishing this case report is to point to the existence of a possible association between lopinavir-ritonavir and pancreatitis. Its outcome is not only limited to the association that has been described. It is a constant reminder to the physicians in India to have a high index of suspicion for possible adverse drug reactions as a part of differential diagnosis in every patient and to encourage them to notify any suspected adverse drug events to the recently introduced National Pharmacovigilance Program.
